SUMMARY Two families with non-syndromic cleft lip and cleft palate are described. The linear pattern of inheritance through several generations is difficult to explain by conventional multifactorial models. The pedigrees strengthen the suggestion that a dominantly inherited mutation exists with a major influence on clefting of the lip and palate alone.
Cleft lip with or without cleft palate has an incidence in the UK of approximately 1 per 1000 livebirths. Large family studies have shown that the incidence is much higher in relatives of affected probands.1-Carter et all in 1982 found that the offspring and sib risk of an affected subject were both approximately 3%, that is, 30 times the birth incidence. He also found a 4% risk for the offspring of probands who themselves had an affected parent, but his numbers were small (1/24). Carter argued that a multifactorial model of inheritance best explained these findings and felt that a single gene was unlikely to make a major contribution to susceptibility to the condition.
We describe two unusual families with three and possibly four generations of subjects affected with cleft lip and cleft palate who were referred for genetic counselling within the same year. Three generations were examined in detail and no associated clinical features were found to include them in known dominantly inherited cleft lip syndromes. In any study pooling data from many families, it can also be difficult to detect the rare family where a single gene mutation is operating within a popula-tion where the low but significantly increased recurrence risks in relatives are the result of multifactorial influences.
Most of the large studies have attempted to exclude cleft lip and palate as part of a known syndrome. The most difficult to exclude clinically among the dominantly inherited syndromes is Van der Woude's syndrome. The findings can be subtle and careful examination is required to exclude the presence of lower lip fistulae. They are present in 80% of gene carriers.5 Hypodontia can also be a feature but is not specific.
Examination must also include the popliteal fossa for webs, hands and feet for syndactyly, and genitalia for hypoplasia, which are associated with clefts in the popliteal web syndrome. The EEC syndrome includes ectrodactyly and ectodermal dysplasia, which are obvious clinically. Other dominantly inherited syndromes to be excluded are the oral-facial-digital type I and Rapp-Hodgkin syndromes, which are both associated with characteristic facial features and delayed development. Inherited chromosomal anomalies can be excluded.
The families described are therefore unusual. The linear pattern of inheritance of cleft lip and palate through three and probably four generations in these families is hard to explain by multifactorial models and autosomal dominant inheritance is strongly suggested. Under the simple multifactorial model, the expected frequency of cleft lip and palate in three generations among affected families would be no higher than 1 in 800, and in four generations no higher than 1 in 20 000. The pattern of inheritance in family 1 does not exclude an X linked locus, but this seems unlikely as there was no difference in severity in the sexes.
Despite detailed examination, no associated clinical features could be found to assign a known syndromic label. Van 
